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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1. A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 5/8/2008 has been entered. 

Claim Status 

2. Claims 22-27 have been cancelled as filed on 5/8/08. 
Claims 1-21, 28 and 29 are currently pending. 

Claims 8-1 1, 13, 14, 19, 21 and 28 have been withdrawn. 

Claims 1-7, 12, 15-18, 20 and 29 are being examined in this application. 

Election/Restrictions 

3. Applicant's election with traverse of Group I (Claims 1-21 and 28) in the reply filed on 
1 1/27/06 is as previously acknowledged. 

4. Applicant's election of species as specified in the Reply filed on 11/27/2006 (Reply, p. 
12+) and 4/9/07 (p. 11+) is as previously acknowledged. Accordingly, Claims 8-11, 13-14, 19, 
21, and 28 are withdrawn due to non-elected species. 
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Priority 

5. This application claims benefit of provisional application 60/458,470 filed on 
03/28/2003. 

6. Applicant's claim for the benefit of a prior-filed application under 35 U.S.C. 119(e) or 
under 35 U.S.C. 120, 121, or 365(c) is acknowledged. Applicant has not complied with one or 
more conditions for receiving the benefit of an earlier filing date under 35 U.S.C. 1 19(e) or under 
35 U.S.C. 120, 121, or 365(c) as follows: 

The later-filed application must be an application for a patent for an invention which is 
also disclosed in the prior application (the parent or original nonprovisional application or 
provisional application). The disclosure of the invention in the parent application and in the later- 
filed application must be sufficient to comply with the requirements of the first paragraph of 35 
U.S.C. 112. See Transco Products, Inc. v. Performance Contracting, Inc., 38 F.3d 551, 32 
USPQ2d 1077 (Fed. Cir. 1994). 

The disclosure of the prior-filed application, Application No. 60/458,470, fails to provide 
adequate support or enablement in the manner provided by the first paragraph of 35 U.S.C. 112 
for one or more claims of this application. 

The instant claims (claim 1) have been amended to recite "the first reactive component 
simultaneously reacts with both a first scaffold functional group and a first coding functional 
group", which recitation of "simultaneous" reactions for both of the scaffold and the coding 
groups do not appear to have support in the said provisional application. 

Thus, the instant claims do not obtain the priority benefit of the '470 provisional 
application. 
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Specification 

7. The specification has not been checked to the extent necessary to determine the presence 
of all possible minor errors. Applicant's cooperation is requested in correcting any errors of 
which applicant may become aware in the specification. MPEP 608.01. 

Claim Rejections Maintained 

Claim Rejections - 35 USC §102 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(Note: the instant claim numbers are in bold font.) 

Lebl 

9. Claims 1-7, 12, 15-18, 20 and 29 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Lebl et al (US 5,840,485; 1 1/24/1998; cited in IDS; cited previously). 

The instant claims recite a method for preparing a library of compounds, comprising: a) 
providing a plurality of individual synthesis templates each comprising a solid support, wherein 
said solid support has an interior portion and an exterior portion each with a plurality of reactive 
functional groups, wherein said solid support is linked to a scaffold via a scaffold linker, wherein 
said scaffold has at least two scaffold functional groups, and wherein said solid support is 
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separately linked at least two coding tag precursors, each comprising a coding functional group 
and a coding linker; b) contacting a first synthesis template with a first reactive component such 
that the first reactive component simultaneously reacts with both a first scaffold functional group 
and a first coding functional group, wherein said first scaffold functional group reacts with said 
first reactive component to afford a first scaffold building block, and wherein said first coding 
functional group reacts with said first reactive component to afford a first coding building block; 
c) contacting said first synthesis template with a successive reactive component such that a 
subsequent scaffold functional group reacts with said successive reactive component to afford a 
subsequent scaffold building block, and a subsequent coding functional group simultaneously 
reacts with said successive reactive component to afford a subsequent coding building block; d) 
repeating step c) until a first compound has been prepared; and e) subjecting additional synthesis 
templates to steps b) - d) with additional reactive components to prepare additional compounds 
of said library of compounds, thus preparing said library of compounds. 

Lebl et al, throughout the patent, teach using solid substrate comprising an interior and an 
exterior for synthesis of various compounds including "coding molecules" and "synthetic test 
compound". (See Abstract) 

The instant claimed invention and the corresponding teachings of the reference are as 
follows (with the instant claim recitation in Italic): 

For claim 1: a) providing a plurality of individual synthesis templates: solid support has 
an interior portion and an exterior portion: The reference teaches solid support comprising an 
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interior portion and an exterior portion (such as surface portion) (e.g. Claim 1; Figure 1; col. 6, 
lines 11+). 

each with a plurality of reactive functional groups: The reference also teaches the 
exterior and the interior of the beads (solid supportO comprise various functional groups, (e.g. 
col. 12, lines 15+) 

wherein said solid support is linked to a scaffold via a scaffold linker, wherein said 
scaffold has at least two scaffold functional groups: The reference teaches the solid support 
comprise a "scaffold molecule" comprising at least two functional groups such as the ones 
contained by amino acids (modified or otherwise) (e.g. Claims 6 and 8; col. 12, lines 50+). The 
reference also teaches various linkers to link the various functional groups to the solid support, 
(e.g. cols. 12-13). 

wherein said solid support is separately linked to at least two coding tag precursors, 
each comprising a coding functional group and a coding linker: The reference teaches the 
"coding molecule is a branched polypeptide" (e.g. Claim 11; Figure 1), and "on each said 
support, the structure of the test compound is encoded by a plurality of species of coding 
molecules" (e.g. claim 13), which read on the "at least two coding tag precursors" linked on the 
solid support of the instant claim. The reference teaches "the test compound and coding molecule 
can be attached separately to the support via a linker" (e.g. col.7, lines 16+). The reference also 
teaches there are multiple copies of the synthesized compounds (including the coding 
compounds) that are attached to the same bead (e.g. col.7, lines 19+; col. 8, lines 16+). Thus, 
each copy of the coding tag precursors can be considered as an individual "coding tag 
precursor", and the multiple copies of the attached coding tag precursors on the same bead read 
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on the "at least two coding tag precursors" because each individual copy is attached "separately" 
to the solid support. 

b) contacting a first synthesis template with a first reactive component such that the first 
reactive component simultaneously reacts with both a first scaffold functional group and a first 
coding functional group, wherein said first scaffold functional group reacts with said first 
reactive component to afford a first scaffold building block, and wherein said first coding 
functional group reacts with said first reactive component to afford a first coding building block: 
The reference teaches chemically linking subunits (read on reactive components) to the scaffold 
(or synthetic test compound) and the coding molecule (e.g. cols. 10-11; especially, col. 10, lines 
55+; colli, lines 36+). The reference also teaches reacting the "subunit" (or the reactive 
component) to both the scaffold functional group and the coding functional group such as 
"linking of the same polymer subunit to all of the portions of the solid support" (e.g. coll 1, lines 
30+), and "the same polymer is elongated on the test arm [scaffold] as on the coding arm" (e.g. 
colli, lines 37+; claims 6-8; col.60, 11 64+), which read on the limitation that the "first reactive 
components" react with both the scaffold and the coding groups on the solid support of the 
instant claim. In addition, as discussed above, the reference teaches there are multiple copies of 
the synthesized compounds (including the coding compounds) that are attached to the same bead 
(e.g. col.7, lines 19+; col.8, lines 16+). Thus, each copy of the coding tag precursors can be 
considered as an individual "coding tag precursor" and/or "scaffold function groups" (or 
synthetic compounds). For example, the multiple copies of the attached synthetic compounds 
(e.g. the multiple copies of peptides produced on the exterior of the beads) of the reference read 
on both the "scaffold functional groups" and "coding tags". Two copies of the peptides attached 
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to the exterior of the beads, for example, read on the "scaffold functional groups" (or 
compounds), and another two copies of the peptides attached to the exterior of the beads read on 
the "coding tags". The instant specification states "a coding building block that is identical to or 
mimics the scaffold building block" (e.g. spec. [0014]; emphasis added). That is the coding tag 
can be the same as the scaffold compound according to the instant specification. Applicants also 
stated in the Reply (entered 5/8/08, p. 13, para 3) that "a coding group is identical to or mimics 
the scaffold group" (emphasis added), which supports the claim interpretation that the various 
compounds (including both the synthetic compounds for target testing and the coding 
compounds) can be the same polymers as they can be "identical". Thus, each individual copy of 
the produced polymer from each functional sites on the same bead of the reference can be 
considered as the various scaffold and coding groups. 

As the reference teaches various portions (or all of the portions) of the beads are reacted 
the same time with a reactive component (e.g. col.l 1, lines 30+), the reference's teaching reads 
on "simultaneously" reacting "a first reactive component" with both the scaffold and coding 
groups as currently claimed. 

c) contacting said first synthesis template with a successive reactive component such that 
a subsequent scaffold functional group reacts with said successive reactive component to afford 
a subsequent scaffold building block, and a subsequent coding functional group reacts with said 
successive reactive component to afford a subsequent coding building block; d) repeating step c) 
until a first compound of said library of compounds has been prepared; and e) subjecting 
additional synthesis templates to steps b) - d) with additional reactive components to prepare 
additional compounds of said library of compounds, thus preparing said library of compounds: 
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The reference teaches repeating the synthesis steps and creating various polymers (e.g. col. 11, 
lines 21+; col.6, lines 46+), which read on the repetitive synthesis of the library of compounds of 
the instant claim. 

For Claim 2: The reference teaches cleaving the synthetic compounds from the solid 
support (col. 34, lines 35+), which reads on the cleaving step the instant claim. 

For Claim 3: The reference teaches elongating the same polymer on the "test arm" as the 
"coding arm" (col. 11, lines 36+), which reads on the same number of functional groups of 
instant claim. 

For Claim 4: The reference teaches nuclcophilic displacement reactions (e.g. claim 23; 
col.79, 13+), which reads on the nucleophilic substitution of the instant claim. 

For Claim 5: The reference teaches parallel synthesis of the coding and the test 
compounds (e.g. col. 11, lines 10+) and the generation of a library of test compounds together 
(e.g. cols. 10-11), which read on the parallel synthesis of the compounds of the instant claim. 

For Claim 6: The reference teaches general formula for the solid support comprising 
synthetic compounds and coding compounds such as depicted in Figure 1 (especially Figure 1C 
comprising an interior and en exterior), and as depicted in cols. 41-42. For example, the 
schematic diagram of cols. 41-42 shows linkers for both the coding and the testing strands (reads 
on "L" and "L"' of instant formula I), a double circled region as the solid support (interior and 
exterior of formula I), functional groups protected by Fmoc (reads on "(G)n" of formula I) as 
well as Boc and Alloc protection groups (read on "(G') 1 " of formula I). 

For Claim 7: The reference teaches the "coding molecule is a branched polypeptide" 
(e.g. Claim 11; Figure 1), and "on each said support, the structure of the test compound is 
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encoded by a plurality of species of coding molecules" (e.g. claim 13). The reference also 
teaches multiple numbers of coding molecules are attached to the insides of individual resin 
beads (i.e. the solid support) (e.g. col. 16, lines 7+). Thus, the multiple coding molecules on the 
same resin bead read on the "L'-(G') 2 " and the "L'-(G') 1 " of the instant Claim 7. The reference 
also teaches multiple (at least two) test compounds linked to the "scaffold" (e.g. Figures 3-4; col. 
28), which read on the "Gl" and "G2" groups of formula la of the instant claim. 

For Claim 12: The formula III depicted in the instant claim 12 is essentially the same as 
the formula (I) of the instant claim 6. Thus, the reference's teaching as discussed above read on 
the instant claim. 

For Claims 15 and 29: The reference teach each coding subunit correspond to a test 
compound subunit (e.g. cols.9-10; especially, col. 10, lines 4+; col.6, lines 34+). 

For Claim 16: The reference teaches a decoding step by cleaving the coding compounds 
such as peptides from the solid support and sequence the peptide (e.g. col.37, lines 5+), which 
reads on the decoding step of the instant claim. 

For Claim 17: The reference teaches using mass spectrometry to determine the 
synthesized compounds or coding compounds, (e.g. cols.6-7, bridging para; col.33, lines 22+). 

For Claim 18: The reference teaches using one type of scaffold to generate a library of 
different compounds (e.g. Figures 7 and 8; col.7, lines 60+). 

For Claim 20: The reference teaches using compounds such as amino acids, and 
polyaromatic structures as scaffolds (e.g. Figure 3; Claims 37-89), which read on the elected 
scaffold species of the instant claim 20. 
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Discussion and Answer to Argument 
10. Applicant's arguments have been fully considered but they are not persuasive for the 
following reasons (in addition to reasons of record). Each point of applicant's traversal is 
addressed below (applicant's arguments are in italic): 

Applicants assert Lebl reference does not teach A) "separate attachment of the coding 
groups to the solid support" and B)" simultaneous preparation of the coding group and the 
scaffold group". (Reply, pp.1 3+) . 

Applicants are respectfully directed to the above rejection for detailed rejection how the 
cited reference teaches all element of the instant claimed invention. 

For element A). The reference teaches "the test compound and coding molecule can be 
attached separately to the support via a linker" (e.g. col.7, lines 16+). The reference also teaches 
there are multiple copies of the synthesized compounds (including the coding compounds) that 
are attached to the same bead (e.g. col.7, lines 19+; col. 8, lines 16+). Thus, each copy of the 
coding tag precursors can be considered as an individual "coding tag precursor", and the multiple 
copies of the attached coding tag precursors on the same bead read on the "at least two coding 
tag precursors" because each individual copy is attached "separately" to the solid support. 

For element B.) As discussed above, the reference teaches there are multiple copies of 
the synthesized compounds (including the coding compounds) that are attached to the same bead 
(e.g. col.7, lines 19+; col.8, lines 16+). Thus, each copy of the coding tag precursors can be 
considered as an individual "coding tag precursor" and/or "scaffold function groups" (or 
synthetic compounds). For example, the multiple copies of the attached synthetic compounds 
(e.g. the multiple copies of peptides produced on the exterior of the beads) of the reference read 
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on both the "scaffold functional groups" and "coding tags". Two copies of the peptides attached 
to the exterior of the beads, for example, read on the "scaffold functional groups" (or 
compounds), and another two copies of the peptides attached to the exterior of the beads read on 
the "coding tags". The instant specification states "a coding building block that is identical to or 
mimics the scaffold building block" (e.g. spec. [0014]; emphasis added). That is the coding tag 
can be the same as the scaffold compound according to the instant specification. Applicants also 
stated in the Reply (entered 5/8/08, p. 13, para 3) that "a coding group is identical to or mimics 
the scaffold group" (emphasis added), which supports the claim interpretation that the various 
compounds (including both the synthetic compounds for target testing and the coding 
compounds) can be the same polymers as they can be "identical". Thus, each individual copy of 
the produced polymer from each functional sites on the same bead of the reference can be 
considered as the various scaffold and coding groups. 

As the reference teaches various portions (or all of the portions) of the beads are reacted 
the same time with a reactive component (e.g. col. 11, lines 30+), the reference's teaching reads 
on "simultaneously" reacting "a first reactive component" with both the scaffold and coding 
groups as currently claimed. 

Applicants also asserted the inventive method requires "no protection groups " and the 
coding groups are not "linked together " (Reply, pp. 14+). 

In response to applicant's argument that the references fail to show certain features of 
applicant's invention, it is noted that the features upon which applicant relies (i.e., requires "no 
protection group"; coding groups are not "linked together" or "individual coding groups 
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separately attached to the solid support") are not recited in the rejected claim(s). Although the 
claims are interpreted in light of the specification, limitations from the specification are not read 
into the claims. See In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 1993). 

In addition, in regard to the coding groups, contrary to applicants' assertion, the instant 
claim language is broad and encompassing building polymers (through repeatedly attaching 
reactive components to coding tag functional groups) as the coding tags. 

New Claim Objection(s) / Rejection(s) 
Claim Rejections - 35 USC § 112 

1 1 . The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Scope of Enablement Rejection 

12. Claims 1-7, 12, 15-18, 20 and 29 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a method of preparing a library of compounds 
comprising reacting the same "reactive component" to the same functional groups as both 
scaffold functional groups and coding functional group on the same solid support 
simultaneously, does not reasonably provide enablement for reacting the same "reactive 
component" to scaffold groups and coding groups having different chemical functional groups 
on the same beads; 
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while being enabling for a method of preparing a library of compounds comprising 
simultaneously reacting to both the scaffold functional groups and coding functional group on 
the same portion or topological phase of the same solid support, does not reasonably provide 
enablement for "simultaneously" reacting to both the scaffold groups and coding groups on 
different portions or topological phases of the same solid support; 

The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in scope 
with these claims. 

Factors to be considered in determining whether a disclosure meets the enablement 
requirement of 35 U.S.C. §112, first paragraph, have been described In re Wands , 8 USPQ2d 
1400(1988). They are: 

1. The breadth of the claims; 

2. The nature of the invention; 

3. The state of the prior art; 

4. The predictability or lack thereof in the art 

5. The level of skill in the art; 

6. The amount of direction or guidance present; 

7. The presence or absence of working examples; 

8. The quantity of experimentation needed. 

The nature of the invention / The breadth of the claims 

The instant claims (especially Claim 1) are drawn to a genus of method of making a 
library compounds using various components. The instant specification broadly defines the 
various components including "library of compounds" (p. 6; [0022]), "compound" (p.6, [0023]), 
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"synthesis template" (p. 7, [0025]), "scaffold functional group" (p. 7, [0027], etc. Each of the 
terms is broadly defined to encompass almost any chemical entities. For example, the term 
"reactive component" is defined as "a chemical or reagent that is used to modify a functional 
group into a building block" [sic] (p.7, [0031]). Thus, the "reactive component" can be any 
reactive chemical entity. The instant claims are, therefore, drawn to any chemicals. Neither the 
instant specification nor the claims have demonstrated common structure and/or function for the 
claimed genuses of "scaffold functional groups", "synthesis template", "compound", "reactive 
component", "linkers", etc. In addition, no representative number of species for each claimed 
genus is provided to show possession of the claimed genuses. 

The nature of the instant claimed invention is a method of generating compounds (such as 
polymers) by iterative chemical synthesis using building blocks as well as chemical functional 
groups attached to solid support. The instant claims are also drawn to a method of reacting one 
compound (reactive component) to different functional groups (i.e. different chemical reactive 
groups), as well as forming "simultaneous" chemical reactions on groups at different locations 
using the same reactant. 

The state of the prior art/ The predictability or lack thereof in the art 

The state of the art does not teach that any chemical reactant can be reacted with various 
different chemical functional groups simultaneously. For example, Song et al (Journal of 
American Chemical Society. Vol. 125: 6180-6188; 2003; cited in IDS) state the coding block 
and the scaffold groups on the solid support need to have the same chemical reactivity (e.g. 
p.6181, last para). As pointed out by applicants in the Reply (entered 5/8/08; pp. 14+) as well as 
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discussed by Song et al, for scaffold groups and coding blocks having different functional 
groups, the synthesis would require attaching protection groups (as well as deprotection steps) on 
the different functional groups, and thus rendering "simultaneous" chemical reaction on the 
different functional groups unlikely. 

In addition, the Lebl reference (cited above; citation omitted) teaches the different 
chemical groups (including the scaffold (or synthetic testing compounds) and coding groups 
located at different topological areas (such as exterior and interior of a bead) of the same solid 
support would have different accessibility of the added chemical reactants (e.g. col. 14-1 5). That 
is the groups located in the "interior" of the beads would be in contact with an incoming reactant 
until the reactant has passed exterior and entered the interior. Thus, it necessarily results in a time 
difference between the chemical groups located on the exterior and the interior of the beads, and 
renders a "simultaneous" reaction on both the exterior and the interior of the solid support 
impossible. 

The level of one of ordinary skill 
The level of skill would be high, most likely at the Ph.D. level. 

The amount of direction or guidance present/ The presence or absence of working examples 

The only guidance present in the instant specification is directed to synthesizing 
compounds on the same beads using identical or the same chemical reactive groups for both the 
coding and the scaffolding groups. 
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The quantity of experimentation needed 
Due to the unpredictabilities of making libraries of compounds of on solid support by 
reacting the same compound to different chemical groups simultaneously at different location on 
the same bead, undue experimentation would be required. The art has not demonstrated any 
reactive component can be reacted with any different chemical functional groups. Because the 
instant specification only provides guidance for examples using identical chemical functional 
groups, undue experimentation would be required to practice instant claimed method of 
producing any compounds using any chemical group s/reactants. 

Conclusion 

Therefore based on the evidences as a whole regarding each of the above factors (e.g. 
factors 1-8), the specification, at the time the application was filed, does not satisfy the 
enablement requirement for the instant claimed method. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sue Liu whose telephone number is 571-272-5539. The 
examiner can normally be reached on M-F 9am-3pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached at 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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